supplemented with 10 % FCS, 1 % Hepes, and 1 % sodium pyruvate) and maintained at 5 % CO 2 and 37 °C. Cell lines were cultured as previously described (Feoktistova et al., 2011; Geserick et al., 2015 Geserick et al., , 2009 ).
Materials
The following antibodies were used for Western blotting: antibodies to caspase-8 ( Waltham, MA, USA) and the respective siRNA species. In case of single cFLIP knockdown, the molarity of cFLIP siRNA was reduced to 500 pM (HeLa) and 1 nM (HaCaT).
Cytotoxicity Assays
Crystal violet staining of attached living cells was performed after stimulations with the indicated concentrations and time points of CD95L-Fc in three technical replicates per condition in 96-well plates as previously described (Leverkus et al., 2000) . Experiments were performed 3-5 times and the optical density of control conditions (cells treated with diluents) was normalized to 100 % to allow comparison of independent experiments. Subdiploid DNA content was analyzed as previously described (Diessenbacher et al., 2008) and measured by
FACSCanto II analysis. To analyze the externalization of phosphatidylserine and plasma membrane integrity, 1x10 5 HeLa cells were seeded per well in a 6-well plate and stimulated as described in the figure legend and further handled exactly as previously described (Geserick et al., 2009 ) with the exception that Pacific Blue Annexin V and CellMetrix Green
Live/Dead Stain were used.
Western blotting
Cell lysates were prepared as previously described (Diessenbacher et al., 2008) and 10-15 μg of total cellular proteins were separated by SDS-PAGE on 4-12% gradient gels (Life Technologies, Carlsbad, CA) followed by transfer to PVDF membranes. Blocking of membranes and incubation with primary and appropriate secondary antibodies were essentially performed as described previously (Geserick et al., 2009 
Measurement of interleukin-8
6x10 4 HeLa cells were seeded per well in a 24-well plate and incubated over night at 37 °C.
Interleukin-8 (IL-8) secretion was measured from cell free cell culture supernatants using the IL-8 ELISA kit obtained from BD Bioscience (Franklin Lakes, NJ, USA), and performed according to the manufacturer´s recommendations. Each assay was repeated at least three times and carried out using duplicate samples from each cell culture supernatant.
RT qPCR (primer sequences)
The following primers were used for the RT qPCR reaction: 
18S
forward 5´-GAG GAT GAG GTG GAA CGT GT -3'; reverse 5´-TCT TCA GTC GCT CCA GGT CT -3'.
